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[ft 1 ] 



(I) 




[fff^3] if;T^-f MS 3 A, MS 4 A, MS 5 A, S^tf— 

yHy&MmrtV X*\s>> Drierite£J;£>*Celite^e>&<53¥J: »J»iRS*l«» 



s ] ^istt#H*TT?«jEEiiiiiWfc«i i/ fe^e f * a * - ^ ^ * 

«fcs£ (ID 

Z r (OR) 4 (ID 
(fc£U Rfcm^*£^bTV^%J:V^fc7jciiS-t?&£) 
T*^^tl-5^;i/n-^AT;V=Idri/ (in) 



ffi$E# 2003-3026532 




HfS 3f =? Jl VJi n — ? AM^= 
[3&i£<z>#«M!] 

[0 0 0 1] 
[0 0 0 2] 

[0 0 0 3] 

^;i/^l/n^?Aj«£lia#§U m&LT^Z #JM^9-l 9 7 5 8 
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9 ; Ishitani, H. , Ueno, M. , Kobayashi, S. J.Am.Chem.Soc. 2000, 122, 8180 

in situT?W38U mmhX^fr(DtfmWT*&Z>o 
[0 0 0 4] 

[0 0 0 5] 
[0 0 0 6]. 

[0 0 0 7] 

r©mja©»Wtt, 02 Kite, *9/i/S?;i/:3-9A8H«#, (I) 
[0 0 0 8] 



Mb 3] 




(I) 
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4#2 002 — 066122 



• 



[0 0 0 9] 

(fc£U Xtt, An^>I^fe»CF 3 *feliC 2 F 5 It'*S) 
[0 0 10] 

£PjIC, 3©ffiM©#M». 03JC», f*7>f Mi, MS 3 A, MS 4 A, 
MS5A, W=*fr'<yifymmMtfVX*l'>* Drierite R ^3J:t>*Celite R ^^ 

[0011] 
^a7-^-^W (II) 



Z r (OR) 4 ( 
(fc £ R & # b X V^T % J: V^ftaKSMST* & 5 ) 

^^^tiS^Wnn^AT^n^^/ F^, (III) 
[0 0 12] 



[ft 4] 




(III) 



[0 0 13] 

(fc£U Xtt, 7\ny>I^Sfc{iCF 3 $fe»c 2 F 5 «t^5) 

T^^tie(R)-6,6'-(X) 2 BIN0Lil, N-^^;i/>f ^ & *t5 

H# ^ ^ ;p 3 n ? Ail & t» H^t* S . 



[0 0 14] 
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[0 0 15] 
[0 0 16] 



o.|.or 

O'eOR 









[0 0 17] 
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[0 0 18] 

it, M^bttffl^tis^^^^^-^-^ oa^a, 5a) , mm 

#;i/$/<i?.k^fr£>J&5Drierite R (W.A. Hammond Drierite Go.(D^^MW) > S 
i 0 9 ^fr £&§©*3!ICelite R (Celite Corporation (World Minerals Inc.) 

•TVMV1S5A (!fgl5/tmJSilT, &3V^i4. 3 A) < lCi£— 
[0 0 19] 

MVfett^J b («*litfrlB©MS 5 A) £?k& (ID 

Z r (OR) 4 (ID 
(fc£U Rl±«IJIS&*L/TV%T%j:V^b^S-efeS) 
1^115^3-9^7^3*^ Kfc, (III) 
[0 0 2 0] 
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[0 0 2 1] 
[0 0 2 2] 

[0 0 2 3] 
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A#2 0 0 2-0 6 6 1 2 2 

[0 0 2 4] 
[0 0 2 5] 

[JH«»J] 

<HS6$[1> if^v-f bH^t^7Jl'^l/3-')A|!l (Z i P) 

5 A (t&Tfc^t Aldrichft) (240 mg) cfrjC^VVH — # h ^-tert-^ b 3f 

S/K (15.3 mg, 0.04 mmol) /<>if>^ (0.5 ml) , (R)-6,6' -(C 2 F 5 ) 2 BIN0L 

(35.5 mg, 0.08 mmol) (1.0 ml) , <fctfN - ;* 3^>f ^ #V 

-)l (13.1 mg, 0.16 mmol) <D^>if>^ (0.5 ml) £^MTT*HK#C#tI;i. 80 

, MffiTT*M$££Wi£U 50°ClCT*£ (0.2 mmHg) T^IB^I^ U ZiP 
£j£*#J&C#fc (303.9 mg) „ 
[0 0 2 6] 

<HSSM2> Hffi^J^^;V^;V=r — tfAM^&ffiV^MannichHJfc ((R) -Me thy 
1 2,2'-dimethyl-(2-hydroxyphenyl)amino-3-phenylpropionate (3a) (b&ffi) 

**)]/&%:<DT : ryi<'V )\s*7t*-K (2a) IC J: £ x ^ > ^ 5g#* lift & Mann ich 

[0 0 2 7] 
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1a 2a 3a 



[0 0 2 8] 

Ulilti^tlfcZiP (152.0 mg, 0.02 mmol) «: i RJi&##fcA*l, T;P 
=T>#B«K:«glLfctJU N-^^;i/^f ^ #\Z~Jl (0.04 mmol) ©Sft^f W 
>^ (0.5 ml) £;&nx.> gffiTT*30#Si#l,fc. f®t-45°CT^>X7^r 
HKi:2-75;7x;-^J:y^b^5>la (0.2 mmol) vmWt*** 
&&<D?T : r>i'V JIT1>*-J12* (0.24 mmol) tf>jgft* ^ W>¥§$C (1.0 ml) 

[0 0 2 9] 

*88R= 1 O : l»-^»jK8 ml?:0 o C"e0.5^ra#ffiS-&> IftftlftBfcK*'** 

3gb£„ *fj£t"& (R)-Methyl 2,2' -dimethyl-(2-hydroxyphenyl)amino-3-phenyl 
propionate*^*: (59.9 mg, quant.) . Jfe^ttfttt, ^M'ffitf^lt*^ ( 
^-fizMf^Xli. CHIRALCEL) fcMV^HPLCJCjcU&Jtbfc (90% ee) „ 
[0 0 3 0] 

#e>tlfc^#l3a©I^^^5:^l iC^bfco 
[0 0 3 1] 



ffi$E# 2003-3026532 



#2002-066122 




<*) -Methyl 2,2' -dimethyl- (2 -hydroxyphenyl) 
amino-3-phenylproplonate (3a) 



[a] D 24 +1-4 (c LIB, CHCl3)(87% ee). 
mp 112.5- 114 °C. 

IR (KBr): 3401, 1709, 1611, 1514, 1453, 1391 cm 1 . 

lH NMR (CDCI3): 5 1.21 <s, 3H>, 1.24 (s, 3H>, 3.68 (s, 3H), 4.57 (s, lH), 6.36 - 6.76 (m, 
4H), 7.21-7.28 (m, 5H). 

13C NMR (CDCI3): 5 19.9, 24.2, 47.3, 52.3, 64.3, 113.2, 114.1, 117.6, 120.8, 127.3, 127.9, 
128.3, 135.6, 138.9, 144.0, 178.0. 

HPLC: Daicel Chiralpak AD, hexane/4»rOH = 9/1, flow rate = 1.0 ml/min: 2ft = 9.3 min 
(3id, lfc= 16.0 minted. 

Anal. Calcd for Ci8H 2 lN0 3 : C, 72.22; H, 7.07; N, 4.68. found: C, 72.28; H, 7.20; N, 
4.62. 

HRMS: Calcd for C18H21NO3 (M + ) 299.1522, found 299.1497. 
[0 0 3 2] 

<mMm3> H^^^^;i/^;i/3-^^M^^MV^MannichM^ ((S)-S-Eth 
yl 3-[(2-hydroxy-6-methylphenyl)amino]-5-methylhexane-thioate (3h) <D& 



Isovaleraldehyde, 2-Amino-m-cresoU ^W^^^-^^^^^ >f M*- 
J-;i3L-TJ]s (2b) ^CJ:^X^->^^m^^3^MannichMlS5:MlCfe^ 

[0 0 3 3] 

Z i P (152.0 mg, 0.02 mmol) Z)xJ&^KW.m]®.V> Tfr^ynmUKU 
N-^^W ^^V^-;V (0.04 mmol) J&-ffc* 1/ (0.5 ml) 
^MT30^^#L/7^ o ^-0^2-Amino-m-cresol (0.2 mmol) % foJ&^^KWMWt 
isovaleraldehyde (0.3 mmol) Oi&ik*^ ^y&W. (0.5 ml) ^m^UT 
SOftMWhfc* -45 1CT« iiftX^f^fi*O^T>fix; 9- b2b (0.3 mm 

oi) (Dmttrisymm (0.5 mi) feat*., is^r«#bfc^, mmmm^m-r 

bVV&ykmm. (10 ml) £#tl;t;£/&£f?li:U £fcl»&-fe^-f bS»i®&C£ »J ^ 
SUU TRSfc&tt^l^T'tfiffibfc (10 ml x 3) o ^Tfc^m^hU^A^AD 
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^■9->/^llx^;b = g/DTysBW-TSfc, *fj&-f 3 (S)-S-Ethyl 3-[(2-hydroxy- 
6-methylphenyl) amino] -5-methylhexane-thioate$:#^: (35.4 mg, 60 %) □ 
[0 0 3 4] 

ft^^te, #^Mffi#3ltl#^A(#V -feM^nm CHIRALCEL)&JhVa£H 
PLCIC i *J jg b (92 %ee) 0 
[0 0 3 5] 

[0 0 3 6] 

[*2] 



[otlD 26 +12.3 (c0.91, CHCl3)(80% ee). 

IR (neat): 3356, 2957, 2871, 1681, 1588, 1472, 1366 cm" 1 . 

lH NMR (CDCI3): 5 0.81 (d, 3H, J= 6.4 Hz), 0.88 (d, 3H, J= 6.6 Hz), 1.26 (t, 3H, J= 7.4 
Hz), 1.35 (dd, 2H, J= 6.6, 7.7 Hz), 1.63 (7, 1H, J= 6.7 Hz), 2.25 (s, 3H), 2.64 (dd, 1H, J 
= 8.0, 15.9 Hz), 2.80 (dd, 1H, J= 4.2, 15.8 Hz), 2.92 (q, 2H, J= 7.5 Hz), 3.62 (dq, 1H, J= 
4.2, 7.1 Hz), 6.66 (dd, 1H, J= 0.6, 7.4 Hz), 6.76 (dd, 1H, J= 1.4, 7.8 Hz), 6.88 (t, 1H, J= 
7.7 Hz). 

1 3 C NMR (CDCI3): 6 14.6, 18.1, 22.0, 23.2, 23.6, 25.1, 44.5, 48.4, 52.5, 113.3, 121.8, 
124.6, 131.2, 132.5, 151.9, 200.3. 

HPLC: Daicel Chiralpak OD, hexane/jPrOH = 60/1, flow rate = 1.0 ml/min: fa = 
14.9min (3$, <ft = 17.2 min (3JS. 

Anal. Calcd for C16H25NO2S: C, 65.05; H 8.53; N, 4.74. found: C, 65.28; H, 8.26; N, 
4.93. 

[0 0 3 7] 



m&n&M<D&ti<D$$V>& : £^ : * ::L ^'-S / -~7 r * 5 Afcititi: U#< (18.0 g 
/mmol) JgVNZ i P&Migbfca Z i P (392.0 mg, 0.02 mmol) %fcJfc^%£KW. 

mxn. r;i/^r>#H^icgmbfe^, N-*^;b>f ^ (0.04 mmoi) 

©^^^•W^m (0.5 ml) MTT'30^iI^bfc o -£©^-45 °C 

T% /<>X7;i/ftl F£2-T^ ;7x7-;i/<i;yMb^$>la (0.2 mmol 




.OH 



(/!) -S-Ethyl 3 - [ (2 -hydroxy- 6 -me thylphenyl ) amino] - 
5-methylhexane-tnioate (3h) 



SEt 
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) vi$K*^/l/ft3fc<0^'?>S'y;i>7 , fe#--/I>2a (0.24 mmol) (Di^VC^^ 

isymm. (i.o mi) *imx, i8mmmwvfc&. Kfc&nmbt^^yitnQtf. 

[0 0 3 8] 

3mm&. ^*-v-y (5.0 mi) *wz-x£<^\ l^s^istfctsM?: 

[0 0 3 9] 

— 5M(Cp^l^2pi: bT2-Naphtol&iH^., HPLCIC J; »J Z i P ^ k^ffi b 
fe(R)-6,6*-(C 2 F 5 ) 2 BIN0L©*^^*bfeo ifcfflbfe#<DBBffi^©*#&#oT 

lib, #e>tifc^?£S:^^7^X3&Mv%5.0mi^^y-;i/^?K{c»ab, 
xmWfelZ£ »J, Z i P#biftffibfe^/b=i-tfA&MfcJ£*bfc. 
[0 0 4 0] 

MS^, HJRU lilfci^THF : 1 Nfil*M= 1 0 : UMI 
8 ml§racMT0.5^^M$-fr, liftl^Tlc^h V V 2*7kmWL*1Xi 
ibU M^fV^t'iffib^ ^TK^^-hU ^AT-fg^, MET^fcW 
£U 3SaE&S/y*^#S ^D7h^77^-«tSi:, ^fS(R)~Me 
thyl 2,2' -dimethyl- (2-hydroxyphenyl)amino-3-phenylpropionate^#btlfco 

ytmmmte, ^m^^-m^^^ (#v-fe;wb^x§ii, chiralced zm^tt 

PLCICJ; ^Itfc 
[0 0 4 1 ] 

2®@&|S$<Z)M/ST*&, ?7iBffi#£*itIEbfcZ i P izfth 1.5^4(7) NM I &#n*. 
TM^^M^b, J^|^<Z)^#li^ti*Ti:llimiibfe 0 
[0 0 4 2] 

HPLCfC e fc^^fflbfc(R)-6,6'-(C 2 F 5 ) 2 BIN0LCD^4^ £<T© £ £ U © 
[0 04 3] 
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HPLC: Daicel Chiralpak AD, hexane/iPrOH = 9/1, flow rate = 0.5 ml/min: 
tR =14.3 min ((R)-6 ,6' -(C 2 F 5 ) 2 BINOL) , tR = 20.7 min (2-Naphtol). fii 
ttl:l©l»©«R363ftflEJiS (R)-6,6'-(C 2 F 5 ) 2 BIN0L: 2-Naphtol = 1.655:1£ hT& 

[0 0 4 4] 
[0 0 4 5] 



^^fflV^^^t^^<Z)^•7>-^llW^©M0^^Ci3V^T^, in situ 
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mm 



1 



2 0 0 3-3 
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ffi m. a m 



f$S!J#-Sf [3 9 6 0 2 0 8 0 0] 

1 . mM^B H 1 9 9 8# 2I24H 
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